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AMENDMENTS TQ THE CLAIMS 
Please replace all prior versions and listings of claims with the amended claims as 
follows: 



(Currently amended) A compound of formula I: 



HN 



or a phannaceuticaliy acceptable salt thereof, wherein: 
W l is nitrogen or CR W 2 is nitrogen or Cft^R", and W 3 is nitrogen or C-(VX,R V ; 
p and q are each independently 0 or 1; 
R u and R v are each independently RorAr 7 ; 

U and V are each independently a bond or a C,* alkylidene chain, wherein up to two 

methylene units of the chain are optionally and independently replaced by CO, CO>, 
COCO, CONR, OCONR, NRJNR, NRNRCO, NRCO. NRCO2, NRCONR, SO, SO^ 
NRSO2, SO2NR, NRSQaNR, O, S, or NR; 

each occunence of R is independently hydrogen or an optionally substituted C]-C 4 aliphatic, 
or two R bound to the same nitrogen atom ate optionally taken together with the 
nitrogen atom to form a 3-7 membered saturated, partially unsaturated, nr fully 
unsaturated ring having 0-2 additional heteroatoms Independently selected from 
nitrogen, oxygen, or sulfur; 

At 1 is a 5-7 membered saturated, partially unsaturated, or fully unsaturated monocyclic ring 
having 0-3 heteroatoms independently selected from nitrogen, o*ygcn, nr sulfur, or 
an 8-12 membered saturated, partially unsaturated, or fully unsaturated bicychc ring 
system having 0-5 heteroatoms independently selected from nitrogen, oxygen, or 
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sulfur; wherein Ar l i* optionally substituted with m independent occurrences of Zr 
R 7 ; wherein m is 0^5, Z is a bond or i$ a Ci-C fi alkylidcnc chain whcrcin up to two 
methylene units of Z arc optionally replaced by CO, CO* COCO, CONR, OCONR, 
NRNR, NRNRCO, NRCO, NRCO* NRCONR, SO. SO*, NRSO*. S0 3 NR, 
NRSOiNR, O. S, or NR; and each occunence of R 5 is independently hydrogen, an 
optionally substituted aliphatic, heteroaliphatic, ary] or hetcroaiyl group, halogen, 
NO* CN, OR, SR, N(R) 3 , NRCOR, NRCONR, NRC0 2 R, COR, C0 2 R, OCOR, 
CON(R)2 r OCON^, SOR, S02R, SOiN(R)>, NRSOzR. NRSOJWi. COCOR, or 
COCH 2 COR; 

R 1 and R 2 arc taken together and fused to ring B to form a eyette heterocyclic moiety 
selected from one of the fo l lo w ing formula f*1 through ff> 
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(d ) 



wherein each occurrence of R x is independently hydrogen. QR. orQnAr 1 ; n {* wro or one; 
and Q is an optionally substituted Cm slkylidene chain wherein one methylene unit of Q 
is optionally replaced by CO, C0 2 , COCO, CONR, OCONR, NRNR. NRNRCO. NRCO, 
NRCO,, NRCONR. SO, SOa, NRSOj, SOjNR, NRSOjNR, O, S, or NR; 

R 5 is hydrogen, halogen, QR, QjCN, Q»N0 2 , orO^Ar 1 ; and 

R'isAr'.orT-Ar 1 ; 

wherein T is a Ci* alkylidene Chain wherein one methylene unit of Tia optionally 
replaced by CO, CO* COCO, CONR, OCONR, NRNR, NRNRCO, NRCO, NRC0 2 , 
NRCONR, SO, SOa, NRS0 2 , SO2NR, NRSO2NR, O, S, or NR. 

2. (Currently amended) The compound of claim 1, wherein R 1 and R z taken together 
repracont hotwooyolo i form the heterocyclic m oiety of formula (si) and R x is hydrogen or 
Optionally substituted Ci-g aliphatic. 

3. (Original) The compound of claim 1, wherein R x ie hydrogen, methyl, ethyl, propyl, 
n-butyl, terUbutyl, pentyl, cyclopenryl, hcxyl. cydohexyl, C^alkyl substituted with N(R) 2 , 
or Ci-salkyl substinued with Ar 1 . 
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4. (Original) The compound of claim 1 , wherein R* is hydrogen, methyl, or C i.^alkyl 
substituted with a group selected from optionally substituted phenyl, pyridyl, moipholino, 
piperidinyl, or piperazinyl. 

5. (Original) The cnmpoiind of claim 1 , wherein R* is hydrogen, halogen, QR or QAr 1 , 
wherein Q is a C\.$ alkylidene chain wherein one methylene unit nf Q is optionally replaced 
by -0- 7 -S-, -NHCO-. or-NR-, and Ar 1 is an optionally substituted 5-6 membered saturated, 
partially unsaturated, or fully unsaturated ring having 0-2 heteroatoms independently 
selected from nitrogen, oxygen, or sulfur. 

6. (Original) The compound nf claim 1 , wherein R 3 is hydrogen, OH, OCHj, 
OGHaCtb. NHCOMe, NH 2 , NH(C M aliphatic), N(G* aliphatic)*. OCCHa^morpholin^-yl, 
0(CH 2 )2NH 2 , 0(CH7^NH(Cu aliphatic), 0(CH^(C^ aliphatic)* Br, CI, or F. 

7. (Original) The compound of claim 1, wherein R 3 is hydrogen, 

8. (Original) The compound of claim 1, wherem R 4 is a 6-membcred sanitated, partially 
unsaturated, or aiyl ring having 0-3 nitrogens, a 9-10 membered bicyclic aryl ring having 0-2 
nitrogen ainms, or a 5 membered heteroaryl ring having 2-3 heteroatoms independently 
selected from nitrogen, oxygen, or sulfur, wherein each ring is optionally substituted. 

9. (Original) The compound of claim 1, whrsnrin R* is optionally substituted phenyl, 
cyclohexyl naphthyl, pyridyl, pyrimidinyl, triazinyl, thiazolyl, thiadiazolyl. pyrazolyl, 
isoxazolyl, indazolyl, or benzimidazolyl. 

10. (Original) The compound of claim J , wherein R 4 is an optionally substituted phenyl 
group. 
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1 1 . (Original) The compound of claim 8, wherein each occurrence of Z ie independently 
a bond or a Ci_ 4 alkylidene chain wherein One methylene unit of Z is optionally replaced by - 
-S-, -SOr, or -NH-; and each occurrence of R s is independently hydrogen, Co aliphatic, 
halogen, NO* OR, N(R) 2 , or optionally substituted phenyl, pyridyl, nj rryrirnidinyl. 

1 ?. (Currently amended) The compound of claim 8, wherein each occurrence of ZR 1 is 
independently C), F. Br. methyl, ethyl, t-butyl, isopropyl, cyclopropyl, nitro, CN, OMe, OEt, 
CF 3 , NHz, phenyl, benzyl, be«2ytoxy, OH, m e thylene diox¥ methvlCTcdio*v . SOjNH 2 , 
OONH2, COzMe, phenoxy, O-pyridinyt, SOaphenyl, nltrophenoxy, aminophenoxy, S- 
dirnftfhyrpyriinidine, NHphenyl, NH-methoxyphenyl, pyridinyl, amiBoph e nyl, phenol 
chloro-fluoro-phenyK diraethylaminophenyl, CF 3 -phenyl, dimeihylphenyl, ctalorophenyl, 
fluorophenyi, methoxyphenoxy, chlorophenoxy, ethoxyphenoxy, and fluorophentwy. 

13. (Original) The compound of claim 1, wherein (U) p R Lf and (\%R V arc each 
independently hydrogen, halogen, NOj, CN, OR, SR or N(R)2, or C l4 aliphatic optionally 
substituted with oxd, OR, SR, N(R>2, halogen, NO? or CN. 

14. (Original) The compound of claim 1 , wherein (U)pR u and (V) q R v are each 
independently hydrogen, Me, OH, or OMe. 

15. (Original) The compound of claim 1 , wherrin W 1 is N or CH and compounds have 
the structure of Formula la or lb: 
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or a pharmaceutically acceptable salt thereof. 



16. (Cmroitly amended) The compound of claim 15, wherein R 4 iB an optionally 
substituted phenyl group and compounds have the structure of Formula Da or lib: 



or a pharmaceutically acceptable salt thereof. 



17. (Cunemly amended) Thecompound of claim ([1]] 16, wherein B. 1 is hydrogen, and 
compounds have thege»i««l structure of Formula ma or IHb: 



Am A " 




^ ! kA n * 

ma nib 

or a pharmaceutically acceptable salt thereof. 

18. (Currently amended) The compound of claim [(1)] .16, wherein R 3 is hydrogen, and 
R' and R* taken together r e prcaont the h e temewlt j i form the heterncvalfc mr^tv of formula 
(a) and compounds have the general structure of Formula IVa or IVb: 
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IVa rvb 

or a pharmaceutically acceptable thereof. 

19. (Currently amended) The compound of claim 15 of any one of claimo 13, 
4G> wherein 

i) R 1 and R 2 taken together rep te sont th e hotomcyolo 1 d e piotod abovo fonnthe 
heterocyclic moiety of formula (a): where \t defined according to of thr following 
groups: 

[[a.]] fa} hydrogen or optionally substituted emphatic; 
[P>0J .(W hydrogen, methyl, ethyl, propyl, n-butyl, ten-butyl, pentyl, 
cyclapentyl, hexyl, cyctohexyl, Cwalkyl substituted with N(R)2. or Ci-salkyl 
substituted with Ar 1 ; or 

[[r.]] fc) hydrogen, methyl, or C^allcyl substituted with a group selected 
from optionally substituted phenyl, pyrirfyl, mcnpholino, piperidinyl, or 
pipcrazinyl. 

ii) R 3 is defined according to one of the following groups: 

[fa. J] £ai hydrogen, halogen, QR or QAr\ wherein Q is a C,. 3 alkylidene 
chain wherein one methylene unit of Q is optionally replaced by -0-, -S-, - 
NHCCK or -NR-, and Ar 1 is an optionally substituted 5-6 membered 
saturated, partially unsaturated, or fully unsaturated ring having 0-2 
heteroatoms independently selected from nitrogen, oxygen, or sulfur; 
[[b0] flb> hydrogen, OH. OCR*, OCH2CH3. NHCOMe, NH2, NH(C^ 
aliphatic), N(Ci^ aliphatic)* 0(CH£hmoipholin-4-yl, 0(CH0>NH 7 , 
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0(CHa)aKH(C M aliphatic), 0(CH 2 ) 2 N(C M aliphatic^, bromo, chloro, or 

fluoro; or 

[[c.]] ici hydrogen; 

iii) R 4 is defined according to one of the following groups: 

[[ftj] {a} a rVmcmbered saturated, partially unsaturated, or aryl ring having 0- 
3 nitrogens, a 9-10 merabered tricyclic aryl ring having 0-2 nitrogens, or a 5 
merabered hctcroaryl ring having 2-3 heneroatomfi independently selected 
from nitrogen, oxygen, or sulfur, wherein each ring it optionally 
substituted with CZR^ : 

[[b ]] Jb) an optionally substituted rin£ selected from phenyl cyclohexyl, 
napbthyl. pyridyl, pyrimidinyl, triazinyl, thiazoly], thiadia20lyl, pyrazolyl, 
isoxazolyl, indazolyl, or benamidazolvL wherein aajj nny is rationally 

SUb3titUtedwith(ZR 3 V--nr 

HcOl (£) an optionally substituted phenyl grou p, wherein said phenyl f rmnpia 
optionally Su bstituted with CZR\ z 

iv) W 1 , W 2 and W 3 are defined according to one of the following groups: 

[MI lil W 1 is nitrogen or CH, W z is nitrogen or C-(U)pR u , and W 3 is 
nitrogen or C-OO^; 
* (P>JJ (b) W 1 is nitrogen or Oi W> is C-OU^R 0 , and W 3 is C-(V)Jfc v ; 0 r 
[[c.]] {cl W 1 is niirogen or CH and W 2 and W* ore each CH; and 

v) (U)pR u and (V)qR v groups arc defied according to one of the following groups: 

[Ml i§i hydrogen, halogen, NO* CN, OR, SR or N(R>z. or aliphatic 
optionally substituted with oxo, OR. SR, N(R) 2 , halogen, N02 or CN; 
[fb.J] ib) hydrogen, Me, OH, OMe or N(R)7; or 
[|c J] £cj both (U)pR u and (V) q R v are hydrogen. 

20. (Currently amended) The compound of any tmc of claims 16, 17, 18 or T O eiaba-lp, 
wherein each occurrence of Z is independently a bond or a C M alkylidene chain wherein one 
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methylene unit of Z is optionally replaced by -O-, -S-, -S0 2 -> or -NH-; and each occurrence 
of R 5 is independently hydrogen, aliphatic, halogen, N0 2r OR, N(R) 2 , or optionally 
substituted phenyl, pyridyl, and pyrimidinyl. 

21, (Currently amended) The compound of claim [[19]] 20, wherein each occurrence of 
ZR* is independently CI, P, Bt, methyl, tfhyl, t-butyl, isopropyl, cyclopropyl, nitro ? CN, 
OMe, OEt, CF 3l NH lt phenyl, benzyl, benzyloxy, OH, met hylene dieay m ethvlenedioxv . 
SOaNHa, CONH7, COjMe, phenoxy. Oi?yridinyl, SOaphenyl, nilmphennxy, aminophmoxy, 
S-riimethylpyrimidinfi, NHphenyl, NH-methoxyphenyl, pyridinyl, aminophtnyl, phenol, 
chloro-fluoro-phenyl, dimethylaminophcnyl, CF3-phenyl t dimethylphenyl, chlnrophenyl, 
fluorophenyl, methoxyphenoxy, chlorophenoxy, ethoxyphenoxy, orfluorophenoxy. 

72. (Currently amended) The compound of claim [[1 ,]] JJ having the formula IVa, 
wherein R x is hydrogen or optionally substituted Cualiphatic; m is 0, 1 nr 2; find ZR 1 is CI, 
F, Br, methyl, ethyl, t-butyl, isopropyl, cyclopropyl, nitro, CN, OMe, OEt, CF 3 , NH 2j phenyl, 
benzyl, benzyloxy, OH, methylene di e xv methvlenedioxv. SOiNHa, CONHj, C0 3 Me, 
phr*oxy, O-pyridiuyl, SC^phenyl, nitrophenoxy, aminophenoxy, S-dimethylpyrimidine, 
NHphenyl, NH-methoxypheny), pyridinyl, e minoph e ny), phenol, chlom-ffuom-phenyl, 
dimcthylaminophfinyl, CrVphenyl, diinethylpheny], chlorophenyl, fluorophenyl, 
methoxyphenoxy, chlorophenoxy, ethoxyphenoxy, or fluorophenoxy. 

23. (Original) The compound of claim 1, selected from one of the following compounds: 




Wa-1 



IV*.2 



IVa-3 
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Xs^ Vx„„ Xx^ 

^00° 

IVa-5 JVa-<5 
N^N . H 




IVar7 IV B -8 IVa-9 



"isr H 



p 

6 N « f xi n .h 

N^N H N^N H N^N H 

^ ^co* % 

IVa-10 iVa-ll iVft-12 

^> tJy^ 

IVft-13 lVft-14 tVa-15 
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' ^N' H XX N H J^X N .H 

IVa-M IVa-17 IVb-18 

C 

IVa-19 IVa-20 IVa-M 

NH 2 IT"N m 
IVa.21 

. aA* ^ °*0* 

^ c y>_ ^ r o_ A^Xf 

« £ «^* IVft-33 rVg.24 

4^V to* 

0^7> 

IVa-22 IVa-23 IYa-24 
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HjNj-O-jfH «Ajr" JO^-H 

U x£r "^oir 0 '^oj 

IVa-2S lVa-26 IVa-27 

A" CX^ 0 A" 0 

IVa-28 iva-29 IVa-30 

A« 0 A» 0 iA" 0 

^0 

tVaJl IVa-32 IVa-33 

•vvOv- 0 OA» 0 

IVa-34 iVa-35 

IVa-36 IVa-37 
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N^N JO X M 
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IVft-50 lVa-51 

A A A) 

IVa-52 



IVa-53 IVa-54 
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IVa-57 IVa-58 JVa-59 




IVa-60 [Vq 61 





IVa-64 IVa-65 rVa-6« 
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IVb-2 TVh-3 
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A* 




IVlwI IVb-5 IVb-6 

11 " CX N .H CX^H 




IVb-? IVb-8 IVb-9 

F CI 




IVb-10 rVb-11 IVb-12 

Xi N H ^X^H OC H 

tx^o t 6 x £ f tx^fr 

IVb-13 lVb-14 lVb-15 
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*¥b-» IVb-52 
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IVb 63 IVb-63 
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vV p 



IVb-«7 



JVMil 




m-70 



QJ3 

""TV 





IVb-68 
IYb-70 

p 



H 2 N V^-i 



N 



fVb-71 



JVh 71 



or IVb*72. 



24. (Original) A pharmaceutical compnsition comprising a compound according to claim 
I, and a phairaaceutically acceptable carrier, adjuvant, or vehicle. 

25. (Canceled) 
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26. (Previously presented) A method of inhibiting JAK-3 kinase activity in: 

(a) a patient; or 

(b) a biological sample; 

which method comprises administering to said patient, or contacting said biological 
sample with a compound of claim 1 or a composition comprising said compound. 

27. (Previously presented) A method of treating or lessening the severity of a disease or 
disorder selected from an immune response, an autoimmune disease, a neurodegenerative 
disease, or a solid or hematologic malignancy comprising administering to a subject in need 
thereof a compound of claim 1 or a composition comprising said compouncL 

28. (Original) The method of claim 27, wherein the disease or disorder is selected from 
an allergic or type I hypersensitivity reaction, asthma, transplant rejection, graft versus host 
disease, rheumatoid arthritis, amyotrophic lateral sclerosis, multiple sclerosis, Familial 
amyotrophic lateral sclerosis (FALS), leukemia, or lymphoma, 

29. (Original) The method of claim 28, comprising the further step of administering to 
said patient an additional therapeutic agent selected from a chemotherapeutic or anti- 
proliferative agent, a treatment for Alzheimer's Disease, a treatment for Parkinson's Disease, 
an agent for treating Multiple Sclerosis (MS), a treatment for asthma, an agent for treating 
schizophrenia, an anti-inflammatory agent, an irnmunomodidatory or immunosuppressive 
agent, a neurotrophic factor, an agent for treating cardiovascular disease, an agent for 
treating destructive bone disorders, an agent for treating Ijvpj disease, an agent for treating a 
blood disorder, or an agent for treating an immunodeficiency disorder, wherein: 

said additional therapeutic agent is appropriate for the disease being treated; and 
said additional therapeutic agent is administered together with said composition as a 

single dosage form or separately from said compaction as pan of a multiple 

dosage form. 
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